Introduction of peripheral arterial disease
Peripheral arterial disease (PAD) is caused by atherosclerosis that leads to occlusions of the arteries to the lower extremities. This affects more than 200 million people worldwide and puts them at risk for lower extremity amputation and death [1] [2] [3] . Over the past 20 years, the prevalence of PAD has continued, due to an increase in diabetes, smoking, and an aging patient population [4, 6, 7] . The primary cause of morbidity and mortality from PAD is due to the reduced blood flow to the lower extremities. Since total occlusions along the path of the sole major inflow artery to the leg(s) is common in symptomatic patients, the quantity of blood that can be delivered to the distal tissue becomes dependent on the extent of neovascularization, which is important to rebuild the vascular network in the ischemic extremity [5, 8, 9] . However, the mechanisms responsible for neovascularization after ischemia are not fully understood. In PAD patients, limb ischemia causes tissue hypoxia, which leads to the generation of hypoxia-inducible growth factors and the recruitment of inflammatory cells. These may work together to promote ischemia-induced neovascularization and vascular remodeling, which can be divided into two aspects [10] [11] [12] [13] . First, new capillaries grow from pre-existing vessels and then form capillary networks to expand blood flow distribution in ischemic tissues downstream of the arterial occlusion, which is termed as angiogenesis [14] . Afterward, functional collateral arteries grow from pre-existing arterio-arteriolar anastomoses around the occlusion to allow greater in-flow to the distal ischemic tissue, which is termed as arteriogenesis [15] . Therefore, strategies to promote sustainable and functional blood flow after arterial occlusion in PAD should include the induction of both capillary angiogenesis and arteriogenesis [16, 17] . Currently, peripheral vascular intervention is preferred as a first-line treatment for revascularization for severe PAD patients, but many patients have no revascularization options, because of limited access to catheterization labs, especially in developing countries. While some pharmaceutical therapies with statins, and antiplatelet agents have shown some efficacy in preventing artery occlusion in PAD patients; however, no pharmacological agents have been able to increase neovascularization to the ischemic limb resulting from the arterial occlusions after PAD [18, 19] .
Inflammation, interleukins, and neovascularization
In PAD, hypoxia in ischemic limbs typically initiates inflammation after tissue damage. Both experimental models and patients with PAD suggest that inflammation is important for angiogenesis and perfusion recovery after limb ischemia. Depletion of T cells, specifically the subtypes of CD4+, CD8+, regulatory T cells (T regs ) or Th17 cells have been reported to impair angiogenesis and perfusion recovery in experimental PAD models [20] [21] [22] [23] . Natural killer (NK) cells also appear to play a role in the hind limb ischemia model as indicated by impaired collateral artery growth after NK cell depletion in a mouse PAD model [24] . Using a macrophage-specific, near-IR fluorophore; Yoo et al. [25] -found an increased number of macrophages in the ischemic hind limb, compared with the non-ischemic side in a mice PAD model. Since macrophages are best known for their clear link to arteriogenesis [26] [27] [28] , they could play a role in angiogenesis [29] , particularly when they are of the M2 phenotype [27, 30] .
Interleukins (IL) are a group of signaling proteins produced and secreted during inflammation, and participate in communication amongst leukocytes regulating numerous biological processes and immune responses. Recent evidence from animal models and studies in patients with PAD suggest that a number of ILs or IL receptors are increased in muscle tissue after limb ischemia. Some of the ILs are increased in the circulation indicating that PAD initiates a systemic response of inflammation after limb ischemia [31] . Interaction of ILs and their receptors in a variety of cells, including endothelial cells, T cells, and macrophages modulate angiogenesis and arteriogenesis in the ischemic lower extremity [32] [33] [34] [35] . Some of the ILs have shown promising effects in perfusion recovery improvement in preclinical PAD models. Herein, we review experimental results and clinical data of the most important ILs in vascular remodeling and perfusion recovery after PAD.
Specific ILs

IL-10
IL-10 is primarily produced by macrophages/monocytes and, to a lesser extent, T and B lymphocytes, and signals through binding to a specific receptor complex to induce pleiotropic effects in inflammation and immune regulation [36, 37] . IL-10 is generally considered as an anti-inflammatory cytokine. In a mouse PAD model, IL-10 is significantly up-regulated in the ischemic limbs [38] . Silvestre et al. [38] reported that IL-10 depletion resulted in increased angiogenesis and better perfusion recovery; while IL-10 overexpression using plasmid transfection impaired perfusion recovery and reduced angiogenesis. However, a more recent study showed that depletion of T regs by using a CD25 antibody resulted in a lesser extent of angiogenesis, arteriogenesis, and impaired perfusion recovery in a mouse PAD model, which was associated with reduced IL-10 levels. Adoptive T reg transfer increased perfusion recovery and angiogenesis, and these effects were abolished when IL-10 was neutralized by an IL-10 antibody [23] . These two studies indicate that the effect of IL-10 in perfusion recovery is bidirectional under different circumstances. It is not surprising because ILs are versatile molecules that induce different effects under different circumstances. The latter study being performed in the context of T reg transplantation, whereas the earlier study being performed in mice without T reg modulation. Clinical data showed that circulating IL-10 was slightly higher in PAD patients when compared with a healthy control group, although not statistically significant [39] .
IL-11
IL-11 is a multifunctional cytokine with pleiotropic effects on multiple tissues, including the promotion of megakaryocyte maturation, thrombopoiesis, and protection of endothelial cell viability against injuries and death [40] . As a signaling molecule, IL-11 functions through its receptor, termed as IL-11 receptor α (IL-11Rα). Interestingly, IL-11Rα is highly expressed in the CD34 + /vascular endothelial growth factor (VEGF) receptor (VEGFR) 2 + mononuclear cells, which are a type of progenitor cells that are important for angiogenesis and arteriogenesis [41] . A recent study on mouse hind limb ischemia demonstrated that recombinant human IL-11 increased the number of CD34+/VEGFR2+ mononuclear cells in the blood and also the perivascular region of ischemic hind limbs. In the ischemic limb, CD34+/VEGFR2+ cells differentiated to endothelial cells and are important components of new blood vessels that provided blood supply to the ischemic tissue. In addition, cytokines and growth factors secreted from CD34+/VEGFR2+ cells activated signal transducer and activator of a transcription 3 (STAT3)-dependent anti-apoptotic pathway, which is important to sustain limb function and reduce tissue necrosis [41] . Because recombinant IL-11 has been used for other clinical conditions [42] , these data may suggest that IL-11 could potentially be used as an adjunctive treatment for PAD.
IL-17
IL-17 is a pro-inflammatory cytokine produced by a group of CD4 + T-helper cells termed as Th17 cells, and acts as a potent mediator in delayed-type reactions by increasing chemokine production and recruiting leukocytes to the site of inflammation. Although Th17 cells have been reported to play an important role in the pathophysiology of various diseases including atherosclerosis and hypertension [33] , a recent study showed that Th17 cells are important for angiogenesis after PAD. Th17 cell depletion or IL-17 blockage resulted in impaired angiogenesis as well as reduced VEGF-A production. In addition, the specific cytokine of Th17 cells and IL-17 expression is up-regulated after hind limb ischemia [21] . Interestingly, clinical data showed that the serum IL-17 levels were associated with the severity of atherosclerotic plaque lesions which initiates the development of PAD [33] . Collectively, this may suggest that although IL-17 contributes to the development of PAD, it is adaptively up-regulated in the ischemic tissue, and also contributes to the perfusion recovery and angiogenesis after limb ischemia.
IL-18
IL-18, also known as interferon-γ inducing factor, is a pro-inflammatory cytokine. It works by binding to the IL-18 receptor and stimulates interferon-γ and other cytokines production, and thus, enhances immune responses [43] . Interestingly, an endogenous protein, termed as IL-18 binding protein (IL-18BP), prevents the binding of IL-18 to its receptor, and thus inhibits IL-18 interaction with its receptor [44] . IL-18BP is expressed and secreted by mononuclear cells and inhibits IL-18 signaling. In PAD models, Mallat et al. reported endogenous IL-18 is an inhibitor of ischemia-induced neovascularization in the mouse hind limb [45] When treated in vivo with IL-18BP, enhanced neovascularization in the ischemic hind limb was seen by promoting VEGF production and by activating the protein kinase B (Akt) pathway [45] . Clinical data showed that serum IL-18 levels were a predictor of cardiovascular mortality. In PAD patients with type 2 diabetes, the IL-18 level is significantly higher than in non-diabetic PAD patients [46] , which may suggest that IL-18 contributes to the extent of impaired perfusion recovery induced in diabetic patients with PAD.
IL-19 and IL-20
IL-19 is an IL-10 family member and is generally considered as an anti-inflammatory cytokine. A recent report shows that IL-19 and its receptor, the IL-20 receptor, were expressed in endothelial cells, and IL-19 expression was up-regulated when endothelial cells were stimulated by basic fibroblast growth factor (b-FGF) [47] . In vitro experiments indicate that IL-19 promoted endothelial cell tube formation and angiogenesis. In experimental PAD, depletion of IL-19 resulted in impaired perfusion recovery, while exogenous IL-19 treatment increased capillary density and perfusion recovery [48] . The mechanisms of IL-19 on perfusion recovery included inducing macrophage M2 polarization, direct angiogenic effects on endothelial cells and increasing VEGF-A production [48, 49] . In LDL receptor knockout mice, IL-19 decreased atherosclerosis and increases angiogenesis. This is the first IL which has been reported to be both pro-angiogenic and anti-atherosclerotic [50] . Interestingly, there are two ligands that activate the IL-20 receptor, in addition to IL-19, the other one is IL-20. In a rat PAD model, IL-20 increased the collateral artery network and improved perfusion recovery and muscle function, which is similar to IL-19 [51] .
IL-21
The IL-21 receptor (IL-21R) belongs to the type I cytokine receptor family which forms a heterodimeric receptor complex with the common γ chain [52] . Because of its immune regulating effects, IL-21 delivery has become an area of active research. Indeed, the administration of recombinant IL-21 is currently being explored in a host of human diseases in at least 12 clinical trials [52] . In both mice and human ischemic hind limbs, IL-21R was up-regulated in endothelial cells, and activation of endothelial IL-21R by its sole ligand (IL-21) has been shown to promote angiogenesis via STAT3 activation. However, the effects of IL21 on angiogenesis are complicated: in a tumor environment with abundant growth IL-21R activation was shown to be angiostatic, and IL-21 administration decreased tumor vascular density and tumor size in mice bearing EG7 tumor cells via STAT1 activation [53] . Taken together, these studies suggest that IL-21 induces either angiostasis or angiogenesis under different conditions, by activating different pathways.
Conclusion and perspectives
Accumulating evidence reveals that ILs play a crucial role in perfusion recovery after PAD through their influence on angiogenesis and arteriogenesis via regulating STAT3 and VEGF pathways (Figure 1) . Notably, the IL-based therapeutic approach has had a remarkable outcome in a variety of experimental PAD models. There are some human studies that indicate ILs and IL receptors are highly altered in the plasma or tissue of PAD patients in a similar manner as found in experimental models, which suggests the possible initiation of clinical studies of human PAD. Given the complex network amongst the cells, ILs and their signaling pathways (Figure 1) , targetting one specific factor might not prove successful in a clinical setting. Since some of the ILs have been used in other clinical conditions, developing a cocktail of multiple factors might provide a novel therapy for PAD.
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